Rhythmic pattern expression of plasma adenohypophyseal hormone levels have been documented extensively, although it is still unclear how these rhythms are generated in vivo (1) . Several (3, 4) . The prevalent view is that rhythmicity of LH release results from an integration of extrapituitary (neural and gonadal) and intrapituitary signals that control the 24-h variation and the oscillations during the estrous cycle (5, 6) .
Low-amplitude, high-frequency pulses of LH release have been documented in vitro using isolated fetal and adult human pituitaries (7) . The Fig. 2 . In order to normalize the pooled data, the data of each experiment were expressed as the ratio of the LH level at each time point to the mean value of the pattern ( Fig. 2A) . The pooling of the data demanded the enlargement of stages a and c in Fig. 2A , over the representative experiment (Fig. 1A) . Figures 2B, 2C and 2D exhibit the five-points moving average, Fourier analysis and the cosine fit of the pooled data, respectively. The cosine fit in Fig. 2D is that of an 8-h and a 16-h compound rhythm similar to the compound rhythm detected in the representative experiment (Fig. ID) approximated to 8 h ( < 0.001). The mesor was 0.9 7 ng/ml (Fig. IB) and the amplitude was 0.2 ng/ ml. In the second stage the mesor was 0.76 ng/ml and the amplitude was 0.2 ng/ml (Fig. IB, b) . Multiple curve-fit analysis of the total data pattern presented in Fig. IB integrates rhythms with 8-h and 16-h periods. These periods were elucidated in each of the stages; however, the most fitting curve for both stages was 8+16 h periodicity (mesor = 0.98 ng/ml, amplitude 1=0.22 ng/ml and amplitude 2 = 3.6 6 ng/ml; = 0.001) (Fig. ID) (Fig. 3A) . This pattern could also be divided into two stages that exhibited an oscillatory pattern: 0-14 h and 14-38 h (a and b in Fig. 3A , respectively). It seems that during the first stage (2-14h) GnRH sensitized the pituitary, causing an initial increase in the levels of LH release from 1 to 15 ng/ml (Fig. 3A, a) . Subsequently a desensitization of the gonadotropes was observed where LH release decreased to 1.34 ng/ml (14-38 h, Fig. 3A, b) , although this is still higher than that observed in the Medium-199-treated pituitaries (0.76 ng/ml, Fig. IB, b) . The GnRH pulses that were given only during the last 3 h of the perifusion (38-41 h) caused no elevation of LH release (Fig. 3A, c) , indicating that the prolonged exposure to GnRH desensitized the gonadotropes. The rhythm profiles of LH release in the presence of a continuous supplement of GnRH differed to a certain extent from those of non-stimulated pituitaries. For example, the peaks observed around 24 h after initiation of the experiment in the non-stimulated pituitaries (Fig. IB) were decreased at that same hour in the GnRH-treated pituitaries (Fig. 3B) Fig. 3C . Release of LH in the presence of estradiol Figure 4 presents profiles of LH release when the perifusion medium was continuously supplemented with E2. The administration of GnRH pulses during the last 3 h of the perifusion (38-41 h) elicited a significant increase in LH release (Fig. 4A, c) . Unlike the experiment with continuous supplement of GnRH, the mean levels of LH release (1.1 ng/ml, Fig. 4B ) were similar to those obtained from non-stimulated pitui¬ taries (0.97ng/ml, Fig. IB) . The basal level during the second stage (14-38 h) of LH release was 0.83 ng/ml in the E2-treated pituitaries (Fig. 4B, b ) compared to 0.76 ng/ml in the Medium-199-perifused pituitaries (Fig. IB, b) . Similar to GnRH, E2 also induced heterogeneous effects on various parts of the release pattern (as compared to the control group). For example, large waves were generated at 10-18 h (Fig. 4B, a and b) and two additional pulses appeared at 26-30h (Fig. 4b) 
